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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

National  Institutes  of  Health 

Recombinant  DNA  Advisory 
Committee;  Meeting 

Pursuant  to  Public  Law  92-463,  notice 
is  hereby  given  of  a  meeting  of  the 
Recombinant  DNA  Advisory  Committee 
at  the  National  Institutes  of  Health, 
Conference  Room  10,  Building  3lC,  9000 
Rockville  Pike,  Bethesda,  Maryland 
20205,  on  January  8, 1981,  from  9:00  a.m. 
to  recess  at  approximately  6:00  p.m., 
and,  if  necessary,  on  January  9, 1981, 
from  8:30  a.m.  to  5:00  p.m.  This  meeting 
will  be  open  to  the  public  on  January  8 
from  9:00  a.m.  to  approximately  3:00 
p.m.,  and  on  January  9  from  8:30  a.m.  to 
adjournment  to  discuss: 

Amendment  of  Guidelines 
Procedures  for  review  of  minor  modifications 
of  large-scale  recombinant  DNA 
experiments 

Exemptions  for  organisms  that  exchange 
genetic  information 
E.  coli  K-12  host-vector  systems 
Host-vector  systems  other  than  E.  coli  K-12. 
NIH  risk-assessment  plan 
Review  of  protocols  for  required  containment 
levels 

Review  of  meeting  of  Institutional  Biosafety 
Committee  chairmen 
Review  of  proposed  evaluation  of 
Institutional  Biosafety  Committees 
Other  matters  requiring  necessary  action  by 
the  Committee 

Attendance  by  the  public  will  be 
limited  to  space  available. 

In  accordance  with  provisions  set 
forth  in  Section  552b(cK4],  Title  5,  U.S. 
Code  and  Section  10(d)  of  P.L.  92-463, 
the  meeting  will  be  closed  to  the  public 
for  approximately  three  hours  for  the 
review,  discussion  and  evaluation  of 
proposaljs)  from  a  commercial 
concern(s)  for  scale-up  of  recombinant 
DNA  experiments.  It  is  anticipated  that 
this  will  occur  on  January  8.  from 
approximately  3:00  p.m.  until 
adjournment.  The  proposal(s)  and  the 
discussion  could  reveal  confidential 
trade  secrets  or  commercial  property 
such  as  patentable  material. 

Dr.  William  J.  Gartland,  Jr.,  Executive 
Secretary,  Recombinant  DNA  Advisory 
Committee,  National  Institutes  of 
Health,  Building  31,  Room  4A52, 
telephone  301-496-6051,  will  provide 
materials  to  be  discussed  at  the  meeting, 
rosters  of  committee  members  and 
substantive  program  information.  A 
summary  of  the  meeting  will  be 
available  at  a  later  date. 

Note. — OMB's  "Mandatory  Information 
Requirements  for  Federal  Assistance  Program 
Announcements"  (45  FR  39592]  requires  a 
statement  concerning  the  official  government 


programs  contained  in  the  Catalog  of  Federal 
Domestic  Assistance.  Normally  NIH  lists  in 
its  announcements  the  number  and  title  of 
affected  individual  programs  for  the  guidance 
of  the  public.  Because  the  guidance  in  this 
notice  covers  not  only  virtually  every  NIH 
program  but  also  essentially  every  federal 
research  program  in  which  DNA  recombinant 
molecule  techniques  could  be  used,  it  has 
been  determined  to  be  not  cost  effective  or  in 
the  public  interest  to  attempt  to  list  these 
programs.  Such  a  list  would  likely  require 
several  additional  pages.  In  addition,  NIH 
could  not  be  certain  that  every  federal 
program  would  be  included  as  many  federal 
agencies,  as  well  as  private  organizations, 
both  national  and  international,  have  elected 
to  follow  the  NIH  Guidelines.  In  lieu  qf  the 
individual  program  listing,  NIH  invites 
readers  to  direct  questions  to  the  information 
address  above  about  whether  individual 
programs  listed  in  the  Catalog  of  Federal 
Domestic  Assistance  are  affected. 

NIH  programs  are  not  covered  by  0MB 
Circular  A-95  because  they  fit  the  description 
of  “programs  not  considered  appropriate"  in 
Section  8(b)(4)  and  (5)  of  that  Circular. 

Dated;  November  20, 1960. 

Suzanne  L  Fremeau, 

Committee  Management  Officer,  National 
Institutes  of  Health. 

[FR  Doc.  80-37013  Filed  11-26-eft  8:45  am) 
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Recombinant  DNA  Research; 

Proposed  Actions  Under  Guidelines 

agency:  National  Institutes  of  Health. 
PHS,  DHHS. 

action:  Notice  of  Actions  under  NIH 
Guidelines  for  Research  Involving 
Recombinant  DNA  Molecules. 

summary:  This  notice  sets  forth 
proposed  actions  to  be  taken  under  the 
NIH  Guidelines  for  Research  Involving 
Recombinant  DNA  Molecules. 

Interested  parties  are  invited  to  submit 
comments  concerning  these  proposals. 
After  consideration  of  these  proposals 
and  comments  by  the  NIH  Recombinant 
DNA  Advisory  Committee  (RAC)  at  its 
January  8-9, 1981  meeting,  the  Director 
of  the  National  Institutes  of  Health  will 
issue  decisions  on  these  proposals  in 
accord  with  the  Guidelines. 

DATE:  Comments  must  be  received  by 
December  29, 1980. 

ADDRESS:  Written  comments  and 
recommendations  should  be  submitted 
to  the  Director,  Office  of  Recombinant 
DNA  Activities,  Building  31,  Room  4A52. 
National  Institutes  of  Health,  Bethesda, 
Maryland  20205.  All  comments  received 
in  timely  response  to  this  notice  will  be 
considered  and  will  be  available  for 
public  inspection  in  the  above  office  on 
weekdays  between  the  hours  of  8:30 
a.m.  and  5:00  p.m. 

FOR  FURTHER  INFORMATION  CONTACT: 

Background  documentation  and 


additional  information  can  be  obtained 
from  Drs.  Stanley  Barban  or  Elizabeth 
Milewski,  Office  of  Recombinant  DNA 
Activities,  National  Institutes  of  Health, 
Bethesda,  Maryland  20205,  (301)  496- 
6051. 

SUPPLEMENTARY  INFORMATION:  The 

National  Institutes  of  Health  will 
consider  the  following  changes  and 
amendments  under  the  Guidelines  for 
Research  Involving  Recombinant  DNA 
Molecules,  as  well  as  actions  under 
these  Guidelines. 

1.  Request  to  Include  Streptococcus 
Faecalis  and  Streptococcus  Sanguis  in 
Appendix  A. 

Dr.  Donald  Clewell  of  the  University 
of  Michigan  has  requested  that 
Streptococcus  faecalis  and 
Streptococcus  sanguis  be  included  in  a 
sublist  of  Appendix  A  of  the  Guidelines 
on  the  basis  that  they  exchange  genetic 
information  by  known  physiological 
processes.  Dr.  Clewell  has  provided 
information  on  these  species  in  a  letter 
to  ORDA. 

2.  Proposed  Containment  for 
Experiments  Involving  Non-Pathogens. 

Dr.  Winston  Brill.  RAC  member,  has 
proposed  that  the  Guidelines  be 
amended  to  permit  recombinant  DNA 
experiments  involving  non-pathogenic 
prokaryotes  and  lower  eukaryotes  under 
Pi  containment  conditions. 

A.  A  new  Section,  III-0-2,  would  be 
added  to  the  Guidelines,  as  follows: 

“111-0-2.  Experiments  Involving  Non- 
Pathogenic  Prokaryotes  and  Lower 
Eukaryotes.  Recombinant  DNA 
experiments  involving  prokaryotes  and 
lower  eukaryotes,  nonpathogenic  [2A] 
for  man,  animals,  or  plants,  can  be 
conducted  under  Pi  containment. 

B.  A  new  paragraph  would  be  added 
just  before  Section  Ill-O  begins,  as 
follows: 

“When  the  reader  Hnds  that  the 
containment  level  given  for  the  same 
experiment  is  different  in  two  different 
sections  within  Part  III,  he  may  choose 
which  of  the  two  levels  he  wishes  to  use 
for  the  experiment.” 

C.  The  second  paragraph  of  Section 
III-B-3  would  be  deleted.  Revised 
Section  III-B-3  would  read  as  follows; 

“ni-B-3.  Non-HVl  Systems. 
Containment  levels  for  other  classes  of 
experiments  involving  non-HVl  systems 
may  be  approved  by  the  Director,  NIH 
(See  Sections  IV-E-l-b-(l)-(b),  IV-E-1- 
b-(2)-(c),  and  IV-E-l-b-(3)-(b)). 

D.  Section  IV-E-l-b-2'^f)  would  be 
deleted.  This  Section  currently  reads  as 
follows: 

“IV-E-l-b-(2)-(f).  Assign!]^ 
containment  levels  for  experiments  in 
which  both  donor  and  recipient  are  non- 
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pathogenic  prokaryotes  (see  Section  III- 
B-3).” 

3.  Proposed  Application  Procedures 
for  Minor  Modifications  of  Previously 
Approved  Large-Scale  Recombinant 
DNA  Experiments. 

A  Working  Group  of  the  Recombinant 
DNA  Advisory  Committee  (RAC)  has 
requested  that  the  following  language 
outlining  proposed  procedures  for  minor 
modifications  of  previously  approved 
large-scale  recombinant  DNA 
experiments  be  published  in  the  Federal 
Register  for  public  comment: 

“Procedures  have  been  developed  for 
considering  applications  to  grow  more 
than  ten  liters  of  an  organism  containing 
recombinant  DNA.  These  procedures 
include  consideration  of  the  request  by  a 
working  group  of  the  NIH  Recombinant 
DNA  Advisory  Committee,  submission 
of  the  request  to  the  full  RAC  after 
consideration  by  the  working  group,  and 
subsequent  submission  to  the  Director, 
NIH,  for  final  review.  This  procedure 
has  taken  a  minimum  of  two  months. 
Therefore,  the  following  procedures  are 
proposed  to  expedite  consideration  of 
requests  to  grow  more  than  ten  liters  of 
recombinant  DNA-containing  organisms 
when  these  proposals  represent  minor 
modihcations  of  previously  approved 
experiments.  Modifications  include 
deletion  of  sequences  from  the 
recombinant  DNA,  changes  in 
promoters,  addition  of  short  segments 
not  affecting  the  nature  of  the  expressed 
products,  and  minor  changes  in  the 
properties  of  the  host.  Changes  are 
considered  minor  if  they  do  not  affect 
either  the  containment  properties  of  the 
vector  or  the  host,  or  the  nature  of 
products  made,  or  add  new  products. 
Therefore,  the  procedures  for  dealing 
with  minor  modifications  have  the 
objective  of  determining  that  the  change 
is  indeed  minor.  To  determine  whether  a 
change  is  minor,  two  levels  of  review 
will  take  place:  (1)  By  ORDA,  which  will 
decide  upon  receipt  of  a  request  to 
process  it  as  a  new  request  or  as  a 
minor  modiflcation,  and  in  the  latter 
case  (2)  by  a  working  group  of  at  least 
two  members  of  RAC." 

.  The  Working  Group  has  proposed  that 
the  following  language  be  added  to  the 
“Application  Procedures  for  Large-Scale 
Recombinant  DNA  Experiments”: 

“6.  Proposals  that  the  submitter 
considers  to  represent  minor 
modiHcations  of  already  approved 
experiments  will  be  handled  by  an 
expedited  procedure.  A  request  must  be 
submitted  to  ORDA.  This  request  should 
include  the  changes  made,  the  way  in 
which  these  changes  were  made  (e.g., 
mutagenesis,  recloning],  and  the  nature 
and  results  of  any  tests  done  to 
determine  that  no  major  change  has 


occurred  (e.g.,  restriction  enzyme 
analysis,  tests  for  produced  products, 
tests  of  vector  mobilization). 

“ORDA  will  determine  whether  the 
submission  represents  a  minor 
modiHcation  of  an  approved  experiment. 
If  so,  the  request  will  be  submitted 
promptly  to  a  working  group  of  at  least 
two  RAC  members.  If  possible,  these 
members  should  have  been  present  at 
the  RAC  discussion  of  approval  of  the 
original  experiment.  If  any  member  of 
the  working  group  does  not  agree  that 
the  request  represents  a  minor 
modification,  the  application  will  then 
be  referred  to  the  full  RAC  at  its  next 
meeting.  If  the  working  group  is 
unanimous  in  concluding  that  the 
changes  do  not  alter  the  organism  in  a 
way  that  is  likely  to  affect  containment 
of  the  organism  or  the  vector,  or  the 
nature  of  the  expressed  product, 
significantly  from  that  presented 
originally  to  RAC,  recommendation  for 
approval  will  be  transmitted  to  ORDA, 
and,  through  ORDA,  to  the  submitters. 
Consideration  of  requests  by  working 
groups  should  explicitly  address  the 
following  issues:  Is  the  change  likely  to 
compromise  biological  containment 
provided  by  the  host  or  the  vector?  Does 
the  change  add  to  the  biological 
activities  associated  with  the  expressed 
products  in  a  way  not  considered  by  the 
original  submission?” 

4.  Request  to  Clone  Saccharomyces 
Cerevisiae  DNA  in  Tetrahymena. 

Dr.  Eduardo  Orias  of  the  University  of 
California,  Santa  Barbara,  requests 
permission  to  clone  Saccharomyces 
cerevisiae  DNA  in  Tetrahymena 
thermophila  using  5.  cerevisiae  jE.  coli 
hybrid  plasmids. 

5.  Proposal  to  Amend  Item  4  of 
Appendix  E. 

Dr.  Clarence  Kado  of  the  University  of 
California,  Davis,  has  proposed  that  the 
fourth  entry  in  appendix  E  be  modified 
to  read  as  follows: 

“Cloned  desired  fragment  from  any  non- 
prohibited  source  may  be  transferred  into 
Agrobacterium  tumefaciens  containing  a  Ti 
plasmid  (or  derivates  thereof],  using  a 
nonconjugative  E.  coli  plasmid  vector 
coupled  to  a  fragment  of  the  Ti  plasmid  and/ 
or  the  orgin  of  replication  of  an 
Agrobacterium  plasmid,  under  containment 
conditions  that  would  be  required  for  the 
desired  DNA  in  HVl  systems  (i.e.,  that 
specified  in  the  subsections  of  Section  (III-A). 
Transfer  into  plant  parts  or  cells  in  culture 
would  be  permitted  at  the  same  containment 
level.” 

6.  Request  for  Lowering  of 
Containment  Under  Entry  Four  of 
Appendix  E. 

Dr.  Mary-Dell  Chilton  of  Washington 
University  in  St.  Louis  requests  a 
reduction  in  physical  containment  for 


the  manipulation  in  Agrobacterium 
tumefaciens  of  (1)  the  Saccharomyces 
cerevisiae  alcohol  dehydrogenase  1 
gene  cloned  in  pBR322,  and  (2)  the  gene 
coding  for  the  maize  (Zea  mays)  seed 
storage  protein  zein,  cloned  in  Charon 
4A.  The  cloned  DNA  and  the  vectors 
will  be  introduced  into  tobacco  plants. 
Appendix  E,  entry  four,  currently  sets 
containment  for  such  experiments  at  P3. 
Dr.  Chilton  requests  approval  for  these 
experiments  under  P2  physical 
containment.  Her  justihcation  is 
outlined  in  a  letter  to  ORDA. 

7.  Request  for  HVl  Certification  of  a 
Schizosaccharomyces  Pombe  Host- 
Vector  System  and  Inclusion  in  Section 
III-O. 

Dr.  Benjamin  D.  Hall  of  the  University 
of  Washington  requests  that  the  fission 
yeast,  Schizosaccharomyces  pombe, 
together  with  yeast-£'.  coli  hybrid 
recombinant  plasmids  be  certiHed  as  an 
HVl  host-vector  system.  Dr.  Hall  in 
addition  requests  that  this  system  be 
included  under  Section  III-O.  He  has 
provided  ORDA  with  supporting 
documentation. 

Dated:  November  20, 1980. 

Donald  S.  Fredrickson, 

Director,  National  Institutes  of  Health. 

Note. — OMB's  "Manadatory  Information 
Requirements  for  Federal  Assistance  Program 
Announcements”  (45  FR  39592]  requires  a 
statement  concerning  the  official  government 
programs  contained  in  the  Catalog  of  Federal 
Domestic  Assistance.  Normally  NIH  lists  in 
its  announcements  the  number  and  title  of 
affected  individual  programs  for  the  guidance 
of  the  public.  Because  the  guidance  in  this 
notice  covers  not  only  virtually  every  NIH 
program  but  also  essentially  every  federal 
research  program  in  which  DNA  recombinant 
molecule  techniques  could  be  used,  it  has 
been  determined  to  be  not  cost  effective  or  in 
the  public  interest  to  attempt  to  list  these 
programs.  Such  a  list  would  likely  require 
several  additional  pages.  In  addition.  NIH 
could  not  be  certain  that  every  federal 
program  would  be  included  as  many  federal 
agencies,  as  well  as  private  organizations, 
both  national  and  international,  have  elected 
to  follow  the  NIH  Guidelines.  In  lieu  of  the 
individual  program  listing.  NIH  invites 
readers  to  direct  questions  to  the  information 
address  above  about  whether  individual 
programs  listed  in  the  Catalog  of  Federal 
Domestic  Assistance  are  affected. 

NIH  programs  are  not  covered  by  OMB 
Circular  A-95  because  they  Tit  the  description 
of  “programs  not  considered  appropriate"  in 
Section  8-(b]-(4]  and  (5]  of  that  Circular. 
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